INTRODUCTION
Luteinizing hormone-releasing hormone (LHRH) mediates the release of gonadotrophins from the anterior pituitary and is thus responsible for the hypothalamic regulation of gonadal function under normal physiological conditions. Two different types of synthetic analogue of LHRH have been developed which can inhibit gonadal function. Potent agonists of LHRH induce a paradoxical anti-fertility effect (Kledzik et al. 1978; 1978 ; Sridaran, 1986 Sridaran, , 1987 Sridaran et al. 1988 ; Sridaran & Mahesh, 1989) , due to their ability to suppress the luteal production of progesterone (P4). This is due mainly to a sustained increase in gonadotrophin levels, with a subsequent reduction in the number of ovarian gonadotrophin receptors (Kledzik et al. 1978) . It has been demonstrated that potent LHRH antagonists exert an antireproductive effect in female rats Rivier et al. 1981 ; Srivastava & Sridaran, 1991) . These antagonists have been shown to bind to LHRH receptors on the gonadotrophs (Hazum, 1981; Heber et al. 1982; Rivier et al. 1983 ) and suppress, rather than stimulate, gonadotrophin secretion , thereby displaying the anti-fertility effect in both male and female animals (Rivier et al. 1981) .
Extrapituitary actions of LHRH have been observed in ovarian tissue (Gibori et al. 1977) , using a specific antiserum (GDN-337) prepared against P4. The specificity of the antiserum was very high, and the sensitivity of the assay was 0-10 ng/assay tube. Inter-and intra-assay coefficients of variation were 11-8 and 3-4% respectively. P5 was measured in the medium using a specific antiserum raised against P5. This antibody has shown less than 001% cross-reactivity with other steroids. The sensitivity of the assay was 0-25 ng/assay tube. Inter-and intra-assay coef¬ ficients of variation were 10-4 and 3-2% respectively.
20a-DHP was assayed in the medium by employing a specific antiserum. The sensitivity of the assay was 001 ng/assay tube. Inter-and intra-assay coefficients of variation were 12-3 and 4-2% respectively. We observed that neither dose of antide had any impact on the production of the metabolite of P4, 20a-DHP, during the time-periods measured. Therefore, it seems unlikely that the inhibition of P4 production is due to a stimulation of 20a-HSD, although we did not estimate the activity of this enzyme. On the basis of our post-incubation trypan blue dye exclusion test, the reduced production of P4 or P5 by antide-treated luteal cells cannot be associated with cell death. It has been known for several years that LHRH and its agonists inhibit P4 synthesis in cultured rat granulosa cells by decreasing Ps production (Hsueh & Schaeffer, 1985) or the conversion of P5 to P4 by inhibiting 3ß-HSD (Kimura et al. 1984) . LHRH also reduces the production of P4 by stimulating 20a-HSD with an accompanying increase in the metabolite of P4, i.e. 20a-DHP (Clayton et al. 1979; Hsueh & Erickson, 1979; Hsueh et al. 1980; Knecht et al. 1981) . Several LHRH agonists are known to have a direct inhibitory effect on LH-/human chorionic gonadotrophin (hCG)-stimulated P4 production by luteal or granulosa cells (Hsueh & Erickson, 1979; Behrman et al. 1980; Hsueh et al. 1980; Knecht et al. 1981; Sharpe, 1982) . LHRH antagonists are reported to have no effect on follicle-stimulating hormone (FSH)-stimulated steroidogenesis in granulosa cells of immature rats (Hsueh & Ling, 1979 (Hsueh & Ling, 1979; Wickings et al. 1990; Imai et al. 1992 (Leung & Steele, 1992) , it would be interesting to determine whether antide action on the corpus luteum of pregnancy is mediated by such pathway.
Recent observation of the expression of LHRH mRNA in rat granulosa cells (Oikawa et al. 1990) and in the rat ovary by in situ hybridization histochemistry (Clayton et al. 1992 ) is symbolic of a paracrine function of LHRH-like decapeptides in the ovary. Antide is a highly purified and potent member of the third generation of antagonistic analogues of LHRH and no agonistic actions of antide were manifested in vitro (Danforth et al. 1991) . Hence its inhibitory effect on luteal steroidogenesis cannot be associated with any contamination by an agonistic fraction. The recent demonstration of a sodium-dependent intracellular pH-governing system in rat granulosa cells (Li et (Hazum, 1981 
